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Public Summary: 

Scientific Abstract: 

The molecular mechanisms that underlie cell lineage diversification of multipotent progenitors in the pancreas are virtually unknown.

Here we show that the early fate choice of pancreatic progenitors between the endocrine and acinar cell lineage is restricted by cross-

repressive interactions between the transcription factors Nkx6.1/Nkx6.2 (Nkx6) and Ptf1a. Using genetic loss- and gain-of-function

approaches, we demonstrate that Nkx6 factors and Ptf1a are required and sufficient to repress the alternative lineage program and to

specify progenitors toward an endocrine or acinar fate, respectively. The Nkx6/Ptf1a switch only operates during a critical competence

window when progenitors are still multipotent and can be uncoupled from cell differentiation. Thus, cross-antagonism between Nkx6

and Ptf1a in multipotent progenitors governs the equilibrium between endocrine and acinar cell neogenesis required for normal

pancreas development.
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